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(57) Abstract: Substituted ben- 
zylthtazoli<line-2,4-dione derivatives 
capable of. as a ligand of human 
peroxisome proliferator-activated 
receptor (PPAR), enhancing the 
transcriptional activity of the receptor 
and showing effects of lowering blood 
sugar level and lowering lipid level; 
and a process for producing the same. 

Novel substituted benzamide derivatives represented by general formula (1). pharmaceutical ly acceptable salts thereof and hydrates 
of the same wherein A represents optionally substituted phenyl, optionally substituted phenoxy or optionally substituted benzyloxy. 
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(PPAR t^t) l^dbh PPAR T^'-X h tLXm^ 

mm^^^m^zt ^^-DCDT ^ V y it- h{am. i3{^\t6 m.7 

mt^^ Y^\t\:.i^>m^ommmxm^^KX\^^{Proc. Natl. Acad. 
ScL, 1992, 89. 4653)o 3 ® 1*1 PPARa (iflgJK^® M^btg©]^V^ffF 

(Endocrinology, 1995, 137, 354). mSf^mo^iXm^Pm^l^mmmizm 

31-r sjtfE^ («?ijx.{i*T:^;^ coA-^s^mm. mmm^^^ >/-?^ w 
t^T^^v-r^^ > ^-^ ^ {kukiucnim^^ (Dmm.^iE'pnizmm L 

MLx\.^^o m^j^xit ??M/3 (D^m^Mmiz-D\.^x\t^B^X'^^o 

P P A R r li fli fiS Iffl US tc ^ 31 b T V ^ T fl§ Iffl flS 0 ^ tc H # L t V ^ ^ 
iJ. Lipid. Res. ,m6, 37,907)o C oatC PPAR OD^&T-f V 7 A 
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t) ( J. Biol . Chen. , 1 998, 273 , 29577 ) . PPAR a O^i^'&ithm.^mWi^ 

-jy. ui^'^v ^ ^jycD^mtamMm^^ y^^^Mifi ppart x-^ 

O (Endocrinology. ,mQ, 137 , 4189, Cei/. ,1995,83. 803, 
Cei7. ,1995, 83.813) o 'ift^Xs ??k^r <^^^f^^^t^m±^ ^ ^ 
PPARr rS'te'fb^J (Trfn;;^h) (iiMliigT^ i: U T fi^T- ^ S o 

tj:^vFizmmi^mmmmmizmt^m\^%^^t. ppARi^tit h 

(D PPAR U ^> h- ^ UTit^J^^bt h PPAR ^m^tho ^it^^ 
^Mimt ^mt^X ^ tiltmubxn^&^ti: ?^ i:} =-X HZ J:. ^ JfaMiST 
ffl S IJ^/X <i ifil 4" fll S ( :3 b X D - ;i/ ;s cf' Jl M O 7? ) ® T 

PPAR a CD >; K ^ bTPPARa izMt^mm^^^t^it^^l^Z 
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itT^^ K ymoyrtmmx'^^ in^<Di\kiz^> h ^ d-a p-450 izx 

-S^^b^:^ UT^ HETE(t 1^ U ^ ^> ^ o V h "7 j:. >m)'P 
HEPE(l: KP=^i^Jc^3-t^^>^x>^)P©j:^Dity>r ^IZ 

8- HETE^ 8-HEPE ^ifiWi^^ hX\,^^{ Proc. Na tl .Acad. Sci .,1997,94. 

3i2)o bi>>Lzti^<D^m^(D^mmmmmmmmti^m^iz'bit 
^±ifim^^tix\.^xmmxi}^'D^±^(D-m^^ ummmmmmm(D 
(Dmummit^mt [yxitn^mm 55-22636 ^.nmm 60-51189 

Jl^iaBS 61-85372 ^I^BS 61-286376 #> 1-131169 ^^ # 

pg¥ 2-83384 5-213913 ^> 8-333355 -tx 

9- 48771 II ¥ 9-169746 -t^ 3 - D ;mfF^I§S 0441605 "tv 

W0-92/07839-t^®^T U > -Z,4-i^ ^ > B^i^^tm ^ tlX i.^ 

t-S^^ry; i^>-2,4-i^;t >^^«:T-feSo 
PPARa{^l!l<^ffl UTV>?)ii^^^{C|| UTI±^ WO-97/25042 

W-097/36579 ^ O d ^ lifHTtl^ 0J 

'fb^;^ illicit »^^ X PPARa ©fe^rS14^b#ffl ^ Lt riS 

]ifliJfliffit»!lii^iw*)l&M®^b®ig;I^S?t-$) D .iftMS^biij^a. 
4^ {c ^ i& M 51 'f b 0 ^ 155 i: I. ^ ^ li A* W ^ T- ^ ^ IS © ;^ V ^ ft it <4 
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s>* ^ f- ;u 4^ A T ^ Y^cDi^m^. m&tLrm^i^7i^M 

J:a'5:7';i/* 'J^Jl7k^>fbtl^ U 'i7A^(DT;i/* U^Mi^^ 

>^i/*x^;i/. $^7 xn;i/ ij >^TS^* *;i/3^*x;i/i;^ ^ yy- 



wo 01/14351 



^tl(2) 
iC-jiS^(3) 



wo 01/143S1 



PCT/JP00/0S521 



7 

mm tbrii AT-fc K D ^ > h ij T N-\i\'u^i^7. 

^i/>^ ^ K 3,4- t K P -3- 1 ]^U^i/ ^ V -1,2,3-^ h 
0J AS I® ^ $ n S * ® T- (i «C V ^ o 

immm i ) 

5-[(2,4-i^:i-=^r Vf-ry U S^>-5--r )]/);< ^ )l]-2- ;^ h ^S^^B^^ 
(422mg,1.50mmol) > h U ^ > (0.523ml,3.75mmol)Zi tJ^^-fb 

^^lx> (5ml) *rg^b^ ^J<?^mJ5|iT^ODj^^x^;U 
(0.158ml, l.SOmmol)^ ^ o 

T 10 ^mW^ 4--< > )\y :t ^ i/ ^ > )\yT K > 
(319mg,1.50mmol)?&m^bp<5^b> (2ml) tC^A»UJn;lfco ^UX 2 

^jtbSmUfco ^ © tl ^ tK (40ml)t3 ?g U^ 10%^^T'^f4h b 

30^it|s|ibfco *ffm bfciK^<&^i®lb^ l£*l^3i<S' ^-;ui:7Xi:o 

m-^i^i^iZXn^^B b^ 549mg(77%)®^M'fb^'^*^ife«&*h bT 
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131.0- ISZ.S-C; 
Wm^mm m/z 476(M*); 
7C 1^ ^ tf lis (%) C2fiH24N205S: 
H-^1tt(%) C, 65.53; H, 5.08; N, 5.88. 
mM^i%) C, 65.68; H, 5.08; N, 5.91. 

immm 2-3) 
{mmm z) 

N.{( bT 7 n Jl/-4-^ )IV5-\(2A- Vi^ ^) V y -5- ^ 

170.5- 172.0"C; 
Sft^llfiil m/z 446(M*); 

7G ^ ^ 1?f fifi (%) C25H22N204S : 

ti-^fii(%) C, 67.25; H, 4.97; N, 6.27. 
|lfJfiS(%) C, 67.29; H, 4.99; N, 6.21. 

{%mm 3) 

A/-rr4-7 :^->7xii;i/->^^;i/i-5-f(2.4-v;4-^v^ T-/ v>-5- 

afe,.^ 87.0-89.0''C; 
MM^t/fii m/z 462(M*); 
7Cm:9'^?fiii(%) QsHzzNaOsS-l/SH^O: 
C, 64.42; H, 4.84; N. 6.01. 
|I«|J0(%) C, 64.17; H, 4.81; N, 6.03. 
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mmm i) 
MM 

mmbfz cHo «fflflS(Cx sscDtesfs?® dna ^^mmt\i 

??ARaRXJ^7 ^)^> Yf^^mW^iBiochemistry, 1993, 21,5598) torn 

(STRATAGENE P^^W^^m O /3 -iJ ^ ^ hi>^--fe'r7X ^ 

K(Proniega h T ^ > IC T jfa^f^yt^}:: T 3 

X7x^i/3>bfco ^<D'^mmh^^RV^1^^^<^^^ (PPAR7 ® 
^BB^tf^ tr h u ^) ^ >RV^\i:t ^ ^ 'J > ^ PPARa©?* 
mmmt LtiSSynETE) DMSO (w?§*^b> DMSO®g^igS*s 

Ham's F-12mJtt?ISS^t-tm^b. 24 CAT ?SttStJ^ ^ 

:t V V - A ti 5i ^ r5 14 'f b ^ ^ a 3^ t>' r ^ ^ ^ ^ ^ ^ ^ ^ 
(^2) 



wo 01/14351 



PCT/JPOO/05521 



11 





PPAR ry 

r r or* w 


PPAR Y 




ECm (Umol/I) 
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